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(57) Abstract 

A human-origin G protein-coupled receptor protein, a peptide fragment or salts thereof; a nucleic acid encoding this receptor protein 
and its derivative; a nucleic acid having an antisense sequence to the base sequence encoding the above receptor protein and its derivative; a 
process for producing the above G protein-coupled receptor protein; a method for determining a ligand to the above G protein-coupled 
receptor protein; a method/kit for screening a compound capable of altering the binding of the ligand to the above G protein-coupled 
receptor protein; a compound obtained by the screening or its salt; and an antibody against the above G protein-coupled receptor protein, etc. 
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15 cDNAOBrtf-EaWExpressed Sequence Tag (EST) <h 

GgaK#«^l/*7*-££3IiStttoK (BPS. U#>F) t<DB 
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m &i5lf?&#VX9l'*m (DNA, RNAfcitf-tttS©!***) . 
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(17) ±12 (15) BB«07fJ-->^j56*fctt±E (16) IBIfc©X 
5 $MJ-->^ffl*v hfcfflHTUfcn-SS, 'J#>K<h±f2 (1) fBiOlfi 

(18) ±.15 (15) f3«©*?y-->^ffi£fc«±B (1 6) fBi£©X 
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25 HRH, CRF, ACTH. GRP, PTH, VIP (AV7^f^ -f > 
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CGRP 0&JP5/hx>i*->Ul/-x>ryK*^ 
H) , n-faMJXX /1>£l/7X^X ^o^^5>^>, bP># 
7f/y>, 7FI^U>, a*5«tlK3-^ : £^'r> (chemokine) ( 
IL-8. GRO a> GRO/3, GROr, NAP-2, EN A- 7 
8. P F 4 . IP10. GCP-2, MCP-1, HC14, MCP-3, I 
- 3 0 9, MIPl-o, MIP-1/3, RANTESfc£) , X>H"feU> 
, X>xP#Xh'JX -a-Of>'». TRH, n>*l/7 

x-f^f^U^^'f H*fctt^x>-C*S±IB (2 9) ffi«©U^>FO 

(3 1) (i) ±!B (1) f3*c©ga«fclX«^©«fcte±fB (2) IS« 

12 (i) umo)mBn%L<^<Dm^tz.\t±m (2) iB*o«^^Ht> 

3ft5^t*1*tSt-r-5±IH (15) E*©X*U-x>y*J& 
(3 2) (i) S»L£U#>K£±B (1) E«©ga«t>K 
&tt±IB (2) |B«Oj»^^Hfe^<tt J E-© j «^***" a ' fc *^ t - (ii 

#5, 8»L&U#>F0±E (1) E*©ge»t>L<tt*©**fctt-tE 

(2) raoTO^y^ f$ix u jterr* 

&g{tai*sfl;£fc*&tt*0tt©*# u-x>^m 

(33) (i) ilLfc'J^^itE (1) IB«©ga«*^"rs»IJftC 
mZVtzMGt. (ii) »HUfc'J^>H4J«fctfttWb^«*±E (1) IB 
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20 $«»tt£«u jt«« u#>f£±ib (i) mw.(Dm 

(3 7) ±IB (1) E*©Se«*fctt-€-©ift*«tt{b-r*fb^«S:±l3 (7 

) gatt©»RtEft#**«'r * n t £ J; o t m^n^wmmm\z^ ltc 

25 seHtS5tt$-B"fc*^t, ±15 (1) ffi«©g&H£&tt*©ift£J£ttfcT 
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( i ) i3*oBe»*fctt^o*t0is^tt**<b**s^«*fctt*©* 

5 (3 8) ±|B (1) E«©aa«*»tt<bT«{b^*^ 7>**t>-». 

PACAP, *9ls?>* if)V%3>. %)Vi/V~>* 7KW* 
S? a iJX V7hX^f>, GHRH, CRF, ACTH, GRP, PTH> 

10 VIP UVJ7 Vt-a-J 4>y L Xf-4i-)l ^U^^H) , V^hX^^ 
>, K-ASX WJX 75 'J X CGRP (*;k>h- 

>v->'J ^-r^ y K^^H) , D-f^hUXX A>?U77>??->. 
•7a*?ify>i?>, hu Tf/v'X 7H^UX afc^tf 
fl-^tf-O (chemokine) (fclfctf, IL-8, GROa, GROjS, GR 

15 Or, NA'P-2, ENA-78, P F 4 , IP10, GCP-2, MCP- 
1, HC14, MCP-3, 1-309. MIP-U, MIP-1/3, RA 
NTES&if) . I>FtU>, I>fn^h'J>, tX*5X -a-P 
x>->X TRH, H>91'77'4 K£fc«#5->T&5 
±E (3 6) Sfcfi (3 7) ia*©X^U-=>^m 

20 (3 9) ±|B (3 1) ~ (3 8) fB«fc©7,£ U -->^:&ST?&&ft3 -5, 'J 
#>H£±IB (1) 83«©Se»Sfctt«tO*t©«S^tt&35<bS-&*ft^* 

(4 0) ±12 (3 1) ~ (3 8) E«©^^U-->^ffiT?f§6n , 5*, U 
#>F<h±!S (1) iBttOge»*fctt^Oifii:Ol8^tt*SB<k*«S<k^« 

(4 1) ±13 (1) a2«OgaR^WT*«lfi*^-r5Jlt*«ftSi:-t* 
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JbIB (1 6) E«©**U-->^ffl*y K 

(4 2) ±15 (i) lamofieR^w-rswiaoKii^^^Ts^^*^ 

mt?Z±m (16) EtC7i?'J-->»fh« 

(4 3) ±e (7) tffimnmmz%%'?%zt\z&-3TmBm&fc<» 

(44) ±12 (41) ~ (43) jBMi<DZ9V-->tfm*yh&mKX&e> 

noh, u#>f£±b (i) E«©ae**fctt*©ttt^©«s^tt**^ a 

10 (4 5) ±IE (4 1) ~ (4 3) E«c©^U-~>^ffl*y 

U#>Ffc±E (1) E*©SBK*fctt*®tt£®8£ttS«fc3 

(4 6) ±E (9) Efc©tri#£> ±E (1) IB«c(DMe« ! bL<tt±E (2 
) E«E©IB^^K*fctt*©*^*fttt«-fr5^i*«P*t'r*±E (1 
15 ) <Z)gfi«fcb<te±fS (2) E*©»^^H*fctt*©*«>«^ 

(4 7) ±E (9) E«©ft#£. »fc«43.fctf«SMt3nfc±E (1) E« 
0aa*t>L<tt±E (2) E*©»»^^H*fc«*©*^**^WKK 
RJft#KiB^LfcS»^Snfc±E (1) f3*&©§aS5fcb<te±fB 
(2) E«M^7 p ^h*^fe^©^©f'J^^J^1"'&^^^^^^^^ 

20 *«*®±e (i) E*osaK*>Ktt±aa (2) Efcowa^^F^fc 

(4 8) «tttt«!:aft±C^btfc±E (9) BMWttft&ZXmmfciStl 

fc±E (9) I2m©Si^<!: : &PI^ab^^MMWC^^-a:fc©^, ^JSfcfi 

fc±mm\m&zM%tzztz®mtt%®&m*<D±tz (1) e«® 

25 gaKfet<«±IB (2) E«©»^^K*fctt*OffiO^Sffi»^*S 
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10 JS6S*SrffiGae«*fii!H:^-aeRhSLToa*tt^ny hssvr 
K yyh, "?V7^ 72, k7y, ■tWfcg) tf)&£$5*H 

20 bs *nhbi& ^U7«, m/sra* ^mmm. *v> 

#*a»hs. 7>>f)v>\>*im* %&nm, ±&ttu& n&M&* mmn 
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*ra&ft m /Mia, ww*. flian, 
«, mm, mm , m ts#, h. j*r> wh, m m. 
hs<7)5, m sit, m m, fldftff *n§> /Mi) * jm*' & 
5 is, mm. m& «m *^jfii. mm, *2u «m, 

Tte, mM$* EflIM: lT^fc>£n57 5/$S5?iJ<!:£j5 0 %^±, 
10 Ktt»7 0*J2U:, <tO»^U<^8 0%^±, S5fc#3:U<tt»9 0 

15 /&E^J<hf£«ftf^-<£7=y$E^J£WU 'EJJtt: lT*%t>2tlZ>7 
20 ©iStttfTO (00, »0. 0 1~10 0{g, JifSLOittO. 5-2 Ofg, £ 

o#£L<too. 5~2^) T*5ut«i^ ;:ne>tf>?£ti<z>i§g 

*»MOl/-fe^-8e«tUTtt, (DEW: lTitfc>$n57 
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<ttl~10flg£, $6K:ff*b<tt»fi (1-510) ) ©75y«a«fcfc 
Lfc7Sy&E?iJ> @E*J#*I: 1 T^fc>£n57^ 7 RE^K 1 £fc«2<i 
fiUUffSsKW:. 1~3 0M*» «fc0ff*l/<ttl~lOffl8*. 
5 $?£L<tt»fl (l~5fi) ) ©75 7»*«f i tiinUfc75y'RE*J* @E8I# 
lT5fc£ft575/BEfl+0l£fctt2fl£U: (ff*b<tt, 1-3 
Oflg&> «fcD#$l,<ttl~l Ofig** $6i:^l<ttSffl (1-5® 
) ) ©75/K*«<fl075yBlTlljft$nfc75y»E?"J. *tdism:nt>* 

: i-e3it>sn57ayKE9!i*^wt-si/-fe^-ae»sttC«)t-r*, 
*56W©nr^-2eRtt» c****anf*;^*'>ju« (-cooh) s 

fc«*^^yl/-h(-COO-) C F (-CONH 2 

15 ) JfcttlXf^ (-COOR) T&oTb&^o 

Z.Z.'VXZT'frK.&ttZRtbXU* X^;k n-7W 

;k <yyDtf;UfeL<«n-^;^cCt*0C 1 _ 6 7;WUS> ->*n 

^>^;k i/^ n^->M fee ,., o7;wn. mx.i*> 

o-^7^&^0C 6 . 12 7U-;U». ^>^> 
20 C ,. 2 7M;HfeK (J a - t7^JMf M a —fyf-JV 
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©*3^->gl»©7S/g«aS JWI'S**, 7tt)V1S.ZO 

IB *c«»f s ti« b fc 5 tf □ 5 >m<t v ft t> © . 

5 #?|*I©7S/®©fl'J££±©S&S (A**** ~OH> -SH, 7^/S> -f 

5 7-fe^i'fc £ © c 2 _ 6 7;u* / < JPSfc £ © c , _ 6 7 ->;i/*fc £) 

sns75 yRE^JS^ETat ha* uoffSKiit^****) ©i^ 

15 n©t)©-e*^T"b«tv^ ^^©u-fe^-sas^©^^' 
iWiia«©^»c«aib*rv»s»ffiT*oT, i^7*-^£Stt£*rr£*><A& 

SS©^^^ H £ ITU H 3 -eiSStlSaMctt^P y hfi?tfrK:*V*TlBI 
20 Uftmk (Hydrophilic) JSffi) T*S£#tf£ftfcffl5#*«&tf'<77- 

(Hydrophobic) Mfc-SUC^t^?? 1 FfcTOKffl 
lr»5Ct3ft«7?#5. ^©FpW^fflMfc^tr^^b'fcfflVMIS^ » 
© F*-f >?:TO^M^©^7 P 5 1 KTfc&K 
*58W©»»^^H©75yK©»tt, ffifBL&#5§9§©Mz:/*--26 
25 R©8jr?5/l&E*J©3^fc<£fc2 0fflEU:. $?£L< «5 0TO±, 
<fc0#£b<«l 0 0fflEU©75/BMB*J*Wt*S^:/^Hfc£a*ff*LV> 
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5 o 

*56W0»^^Htt» ±E75/RE*J*®l*fctt2fflEU: ( 

£?£U<te, 1-10K, 3&£ff£b<tt!WH (1-5®) ) ©75/ 
10 BltfKSfcU *fctt, ^-075yKEJiJl3 1^fc«2TO± (8F*L<tt, 1 
~2 0iil, «kDjif$lXttl~l 0flg«, S6KJF3:L<tt»ffl (1~ 
5«) ) ©7$/m#ttiou jfcfctt, ^075yRE5lJ*©l^^«2TO 
± (fr£L<tt, l~10iiE «k9ff*L<f4Rfl» SStffSKttl 

15 *56WO«»^^H»iC*tt*Sii**;Hl?*->^* (-COOH) 

*1t\tiJ)V#*i'ls-h (-COO") flMBUfc#f89J®*>^*R 
<DZT<h<, (-CONH 2 ) SfcttI7f;P (-COOR) T?* 

©75y^0#M±(DBms^jgs^MST^s$nTv^ ! fo(D, 

*»MO»»^^HttC***«ii1lf*;P#+'>^» (-COOH) 
25 ~> I/- M-C OCT) iaEbfc*56M©^>/^H 

©r<h<, C*H#7SK (~CONH 2 ) tfcttXXfJl' (-COOR) 
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Ptr^->K, 7tj«. ti/-<>®, 3a^k, ss®, ^x>m, u>=« 

D?hy77^-, >f#>£a*niT h?57*-fc£©£ 0^1*^7* - 
25 JB. 4- (2',4*-v* h^i/7x-Jl/-Fmoc7^yx^;i/) 7x;+y» 
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5 "f 3. 

->f$l*»fcUTtt, DCC, W-*MV7u]£)Mj)\>tfV'($\ t * N-X^- 

u'-(3-j?^^75/ynu;w jb^^s^Mt^ft*. £ ft sic 

10 £Zm&toZ\*7-t$mMmam W^t. HOBt, H00Bt)<h£:t>K&»7S 
^00Btx^xJI/tLT»6*»U«>««75/B6O»ttflS*frJS^fcftlcttriB 

tf, N, N-v*3\>l^A7Sh\ N, N-^^Wl^-fe h75 H, 

n-5o ffitt-fb$nfc75yK«»#tta«i. 5~4<&ii*!rajv>&n*. -> 
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mm<D7s.ym<DWM^tbx\t, ®m$, boc, ^-->^u-^>^ 

:t*->#;k#x;k -fV^iUJ^y^i^-JI'. 4-* b*->^>vMk* 
5 **>#;ktfx;k Cl-Z, Br-Z, 7^V>5W*->#J1'#-Jk hU7;k*n 

7-fe^k 7*D>r;k *;ks;k 2 - - f>P7xx;i/7jk7xx;k ^1 

«>ttf. 7;u*;kx^"rJWk (fllAtf, pWk x^;i/ 
> 7°pe;k 7*^;k *-*>*u-7>Jk ->?p^>^;k v^pm^ju 
10 , v^n^y^k ->*n*£5\>k 2-7y*7>^;Ptt^OiaiHtt. 
fcL<«5l^7;k+;kxxx>'Wb) , 77;k+;kx7sx;Hb 

jUXfJk 4-nhP^>>?;kXXx;k 4-* h+2/^>$WX;Vr;k 
4-^PP^>^;kx^x;k ^>XtHU;kx^r;Wfc) , 7x7-iWkXX 

x ; Wk, ^ > is* t k 7 ^ h <b, * - -> * u - 7* h * ;p 

ofi»7;p*y<;i/*. ^>7<;^&^®7d<;H6» ^>5?;p^->*;p 
20 #x^s, ih+yjjM-M^ifoM^biiStisl^Mt^n 

^P*»©7xy-;H4*KSOftS^tlxTtt. flIAtf, Bzk Cl 2 -Bzl, 
2-XhO^>5?;k Br-Z, U -7>;i/&£*W>£ft5o 

25 t^5 t 5?>©'T5^!/-;POftSStl/Ttt, ^JA«, Tos, 4-> h*->- 
2JJ-hU*3^^>if>7s;k*x;k DNP> ^vUkt^v'pWk Bum, Boc 
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, 2,4, 5-h^PD7i/-;k 2,4-y-hD7x;-;k ^7^ ^^7JP 
5 3-;k A7-h07x/-;K HONB, N-fc. HD^^^yS N-th*o^ 
•>7^K3F, HOBt) <btf)X77MK) fc£#fflV>sn*. HC$£>75 /S© 

III<D|£ (JlfflB) 7j&£LT&, 0J*.tf, Pd-JS&asWiPd-lft*fc 

io *>;ukfc>R, bU7;k*D^>x;k*>^ hU7;^p»K»<5^» 
£ne>0E£ilfc&£lw<fcSK&«-*\ > J -rv7 , otf;i/x^;u7= x hjxt- 

JKK:#&-2 0*C~4 O'COfig-efrfcfcttStf. «flLSKU3^Ttt, #J;U^ 

15 7-v-;k 7x7-;k ^*7xv-;k ***u7-;k 

, ^5Mk*;k7^ b\ i,4-7^>^^-;k i, 2-x*>s^*-;i<fc£0 

P£3c£n. h U 7 h 7 7 > K-;i/fttt*£ LTffl^ sn**;k5;n» 
20 ±g3oi.2-x^>s;^-;k u-y^yft-J^i'^fiTollli: 
<fcSKft«£WK:. #*Kfc:hHJtfAJ8«. tf7> : EX7fc£fc«fcS7;k& 

25 ^eaia^u^s. 
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mmmzv, j»s©a* -** 4 "e£*- n©a*>/t*R 

*WW* >MWMfo«J* F£fctt*©tttt. ift^ftl©^^ F© 

15 ^icfox, *5v»«*fgw©^>/^Hsa^^^^^— tf-ewwr 

Bffi£fifc8s* BffiSJSfc©frvfnc«fc?Tfc&tr>. T&fc^ *389i©*>A 
^ LftSflB^^ H b L < tt7 5 y » £ £ 

20 jfi-rs^t^**. 4«D©»^ft^««»©K«i^^tt' mm. kt 

(DM. Bodanszky HA. Ondettu H v^-fe^T. (Peptide 

Synthesis), Interscience Publishers, New York (1966^) 
©SchroederfccktfLuebke, If (The Peptide), Academic Press, New 

25 York (196530 

^^F^lltll *.#(#) (1975^) 
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<D*&fcBJ S^W¥- £fM90MM5 K *>/^g©fbW, 205, 
(197730 

fc+awonz^-aeK^^-KTsttSiB^j (dna£#:«rna, » 

15 ©*£tt, -2MIDNA, -*mRNA^fe«DNA : RNAO/W^'J.y H 
-fe>*$g (BPS, T?fcoTt>«fclr>. 

, ^©^IfcESWJ r#rPCR<i:-?-©J&fflJ 15(7), 1997fB«©#S£fctt* 
20 nt*i;fc^j*fc«k0, *«B©Mz:/*-£aK©mRNA&£*T5;i£ 

*5g58©U-fe^-SS!l*3-F-rSDNAtUTtt, -7V ADNA, 7* 
;ADNA7-f^7'J- «lBBLfclB»ft'*ffi»**©cDNA, fflBBUfcWfi 
•»»cDNAM^7'J- £j«DNA©^?*n?t><fcV>. 7^7*7 
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NA^fctoRNAli^^P^lbfefcOSfflViTaSReverse Transcriptase 
Polymerase Chain Reaction (£TF, RT-P C RmtMmtZ) \Z&-?T%^ 

2 TgfrSns&gg^Ji A-f X h U hfcfctfTTA-f 7'J ^< XT 

-h*1-3DNAT*ttfcfMft0fc®T?fc«k^. 
10 SB»^ : 2T?«fcSn**SE7!l£A>r ^U^>f Xl?#*DNAtUTtt 

Htt s^rr -5 isse^j s£*rr s d n a & v> e> ft 5 . 

15 *J£, tl/+a7--^a-->^ (Molecular Cloning) 2nd (J. Sambrooket 
al., Cold Spring Harbor Lab. Press. 1989) Kl|3*0#i*fc££ftoTfTfc 

20 «A>r*hu>$>x>h&ft#£tt, fd^tf, thu^as^is-^ 

OmM, ff*L<tt»l 9~2 OmMT, fig3^» 5 0-7 0*C, 0?£b<« 
»60~6 sroftfrS^f. * HJ* A**W»1 9mM-CfflK#» 

6 5 IDCDJI'a 

25 -gBRS^-KI'SDNAtbTti, EW#*t : 2 T*^fc>£ft5&SE?iJ£ 

WTaDNAfc&WB^&tia. 
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D N A <hffi$W&mS@E?iJ0)-$£^r LTtzZtf U * £ l/*?- H "FEB 
0*^BJ©^^^ F £ - D N A £££T3 , R N A 

»iGSaR*!5ii!H:^-SeKMaRNAtOffiSf^ffl*^l/TGSeH 

M^SSI/-t7 p ^-MeaiiaRNA0ji^$nfc:BB^Jt*Bli«)fe# , J v 
^h\'RTCgaji*«:llU-i:y»-geRH*RNAtWjlWK:/W^U 

a*, GgeR^fta^^-sesfie^rtoaiM^sisttfc^tbTa 
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&mmt* #ftfi«©^fc< fcfc-iKfcffittWfc# v-t^ h torn 

$ y >&S©N - ^ 'J 3 -> FTfc 5^©ffe©* -f 7©# U 2 £ Vtt h\ * 5 

B&tf £jEKE?!I#Ji«fc«R# 'J 3Ui#»fclie£££rr5*-©«!»©# 
10 UT- ({fib, RtfUT-ttDNA^RNA + lClifflanSiSJfcfiS©^ 

tfens. 2*mDNA, 1**DNA, 2*^rna, 1#«R 

NA, *6l:DNA: RNA/W^JyTOS^t* 1 ^ £e>lC«tfi»# 
US^Utf^F (Xte^fifctfU^^U^F) » 3SK:«&»©4Mlli©fl" 

15 Dnsnfcfc®. 0j*tfys»#PT?»e>ttfc«i»©*3*>©. ^^©tt^fc 

fcfc©, ^rts^l/tf^F&ttcSttfcfc©. #l*.fc£««3£-o (Willi. 
pWUsfrXsfrfc-K ^x^hUXXr;k sfcXsfcH^TST-K #;PA** — 

20 ^*x-K jfr^sfrDS^-x-Ffci:) fcif^fc©, HAWK BR 

7—1?. 7^l^7— t*"f >tt**-, h*~>>. fit*. S^:MWS7>F. 

25 mimo^mfs-H) *««%>©. 7;wpftffl* < &W"tst>©. 
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wtfu^x 7->;wfc$n£7u >&tfHU5^x *sw«-©«i©* 

^m(D7>^ J t>7,-t^)^^Ut^\ t (MM) RNA, DNA, * 
SVitt«E»$nfc«E» (RNA, DN A) T?»S. t*ttSftfc«B&©JUM!li: 
LTtt«»©«liW§*#*^***7x- hmmfc, *UT#U l'*>' H 

nURBS^nsfeOTttttVi. #SgH©7>^>X8Btt&©<fc?fc#*r? 

»^L<^n-^n^§o -rfcfcs. «firtT?©7>5 i -fe>xsafe*«fct)^s£«: 
*>©£?•*, 7>^*>*«ft©MS»tt**Bfi©*' @^trs-k>x 

*>*««©«*£ D'hafcfc©*:?**. 

^5UT«E«tt^SE^HT»^<«6nT*0. 0S*fc£ I. Kawakami et al. , 
PharmTech Japan, Vol. 8. pp.247. 1992; Vol. 8. pp.395, 1992; S. T. Crooke 
et al. ed., Antisense Research and Applications, CRC Press, 1993 tz£\z 

©mfif fc+fnTS «fc 5 fctt < # U U y >©ct "5 U iJ ^# «1SK£ © 
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ij;1,*dd*;M-K =i-;Mft&£) #£tf£tt5. zSLfcfc©^ »tt 
5 ©3' a*5Vitt5* m 8, 

->HlB^ft^l/T(*#S«*^t3&«T#'5*. *©flS©«fcbTtt, «»©3 
' KKftSWtoB»;£ftfc**y7ffl©ire. X*y3*k7 

-if, RN a s ett^O^^l^T— tfCkS^HS^a^l"**:*©^©^*^ 

15 TMCjgfflT£3. 

^y^H$3-HTi>^*BB^J^W-r^'b©r^n«v^ t t?>fc©TSoT 

®£*©cDNA, WIBLfcaiJfi-ffll«**©cDNA7'f^7U-. 

20 NAWVvfntrfccfcK 7-f^7U-Klffifflr5^^^-tt. A*^x'J^7 7 

. misTzMM • ffl«J;OmRNAii^SW»l/fct)©*fflV»Tift»Reverse 

Transcriptase Polymerase Chain Reaction (ETF. RT-PCRttMt5 

25 #M*«Ctt. *feW©»^7'5 1 H*3-r j r*DNAi:bTtt. fUAtf, 
(1) fiyiJOT: BTf^tJSnSttXE^d&WT^DNACa^ttSE^SW 
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(2) mnm: 2?£fe2n*£SEaifcA>rxHJ> 
yx>hfr&#T?/\47Vy4XTZiltiS&m&l!ls* #589!® Mr 7*- 

mftma) &wr*M:^-aeKft3-FT*DNAo«»«usEw 

5 ££T5DNA&£#ffl^£tl5o 

, E*l#*: 2T!»toan*tt*Efl£»7 0*EU:. ff*L<tttt 

wttw t *4tt»E?9*^*T* d na& afs^ffl ^ e>n§. 

10 *58W©M:^-SaR*fc«'t©«^^'H <&T. #SfilB©M:7 
(D^St LTtt» *56WOM:^-geK©W^ : !a3IE?«S ; &TS'&^DN 

a*^«DNA6*58MOM:^-»6K©-W**Vitt^«**3-I* 

15 tSDNAifrfcK tt^ritD NA^ffl V^T« L fc t> © t ©/ W 7 U ^ < i? 
- ; 5/ a > K J; o TaBUT 5 Z. tifiHt * . /W^'J^1i-'>3 >©#&&> 
0j|;Ui> 'EU^a.y- • 9u-—y>J (Molecular Cloning) 2nd (J. Sambrook 
et al.. Cold Spring Harbor Lab. Press. 1989) KEtt©#£fc£fcftoTfT 

DNA©**E*J©3Efttt. W+yK Mutan™-G (* 

) ) . Mutan™-K (£M Oft) ) &££ffl^T, Gupped duplex^Kunkelfe 

25 ^p->ft$nfcU-fe^-geHSn-H1-SDNAttiWK:«kO*©* 
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^-geKS3-H-r*DNA*^BWt-r*DNA»fM-*«IDttll/» (D 

^^-tLTtt, *»MS*©^7^SH (0>J, PBR3 2 2, pBR3 
10 2 5, pUC12, pUC 1 3) , ttMa*©75X3l« (08. pUBl 1 
0, pTP5, P C19 4), »«fi*7775H (0J> pSH19, pSH 
15) , A77-^&W^f'Jt77-^ VV ; s-7 

o-ovz, n^^.u^^)V7,tiE(Dmm^^)^t^E(D^ pai-h. p 

XT1, pRc/CMV, pRc/RSV, pcDNAI/NeofttW 
15 6*1*. 

20 6tlS, 

ff£U>. 1&£#X'>xUk7R»T?*S»£tt* t rpT"^-^" 1 a 
cyDt-^- recA7*Dt-^- AP L 7'D ; E-^-, lpp^P^- 
m±j&«/WPXJIBT*S»Stt, SPOiyp*-?-* SP 
25 O2 7'o ; &-^- penP7'D ; E-^-af. If P 
HOS^P*:-*-* PGK7"o^- GAP^n^-, ADH^P 
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5 , SV40ori £K#T*«£tf**) ftiimi/WSfeOM^^ 

dh f r 3tCT C/Vh^-fe-h (MTX) Wtt) 

, 7>fcr>>U>Wtt38e^ (KT» Amp r t**T5«^* J *5) - 
^Ittlfi? <&T, Ne o G4 1 8ffltt> 

10 frfen-Sc CHO (dhfr-) ttfiSfflwrd h'f rae^SSK^- 

*-£i/-c«;rrs*£, i«ae^*9 i 5^>*^**vi»ifitj:oTt>a 

15 WPRflK OidpA • s/^PEaifcW. MflVWI^We***^ 
a -755^ • vV-y^W^l ->> • v W^Jfc^ IS*** 

MF a • "yifi-iVmi SUC2 • yWE^J^i:. 'IS 

x->x'Jfc7JiTO*™i:bT«, xS/x'JkT-n'J (Escherichia col i 
25 ) K12-DH1 C^n->-^>^X- J*? "If- *i/3*)V* 7#x^~ • 
^•WX>HX-ty -if -a-XXX- (Proc. Natl. Acad. Sci. U 
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SA) , 6 0m, 1 6 0 (1 9 6 8)], J M 1 0 3 (X *-f Vv V ' 7 9 syX 

- (Nucleic Acids Research) , 9#. 309(1981)3, JA 
2 2 1 t^'^'^^i?- •/N'-T^Dv 5 - (Journal of Molecular 
Biology) ) , 1 2 0#, 5 1 7 (1 9 7 8)), HB 1 0 1 • *7 

5 .t^a^-'mta^-, 4 1#, 4 5 9 (1 9 6 9)) , C6 0 0 & 
(Genetics) , 3 9#, 44 0(1 9 5 4)) fc&WB 1^6*1* 

/WPXJRMfcLTtt. 00*fc& /Wl/X • Xttfr* (Bacillus subtilis 
) MI 1 14 ($?->, 2 4#, 2 5 5 (1 9 8 3)) , 2 0 7 - 2 1 Cvt~ 
10 ^ • • X'rS.T* hU— (Journal of Biochemistry) , 9 5#, 87 
• (1 9 8 4)) &£#fflV>en*. 

»#£LTtt, fllfctf, D-y^DT-ftX tl/k'yx (Saccharomyces 
cerevisiae) AH2 2, AH 2 2 R", NA87-11A, DKD-5D, 2 0 
B-12> xyity^OT^-feX (Schizosaccharomyces pombe) NC 

15 YC1913, NCYC2 0 3 6, \L^7 /tXhUX (Pichia pastoris) & 

S4«jati/Ttt, ^WAcNPvoi^K, &&m<»®& 

&%&ftM1& (Spodoptera frugiperda cell ; S fSBBS) . Trichoplusia nitf) 
<M§S*©MG 1 IfflBS, Trichoplusia ni®|IFfi*£>High Five™ Mamestra 
20 brassicaefi3fe©!fflllS$fcttEstignena acrea£&0ilfflte£#W>6tl<5 o £ 
-f;PX#BmNPV©*#tt, §S3fe}*MB& (Bombyx mori N; BmNW 
fc£jWflV>fcft3. fMtLTH S f 9IH (ATCC CRL1711 

) . S f 2 imm (J2U:. Vaughn. I.Lb, -T > • tf-f # (In Vivo) , 13. 
213-217. (1977)) ft^ffl^ftS. 

- (Nature) , 3 1 5#. 5 9 2 (1 9 8 5)). 
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ttttlffllfifcLTtt, 0*J*-^ 1NWBIIISCOS-7. Vero, ^WX-XAA 
X^-ttCHO (OT, CHO«fitKI3) , dh f ritfc^Jt^W- 
-XAAX^-fflifiCHO (OT, CHO (dhf r~) MtBSIB) , V^X 

5 L»ait^W. 

Xvx 'J h7JR**»»IE»T5fctt. flAK, Xui/-*J>>fX ' • 
If • tyat^ • 7*ri- • *7 • IK X>5MX a-XXX 
- (Proc. Natl. Acad. Sci. USA) , 6 9#, 2 1 1 0 (1 9 7 2)^-> 
(Gene), 17t, 1 0 7 ( 1 9 8 2)fc£fc|B*®#i*K:ffioTfTfc3 
10 TtS. A^^XSaSjfRtelftTSCtt. tKa7- • 7>K 

• i/ji^-y)]/ • •^i^f'f v£X (Molecular & General Genetics) , 16 8 
#. 1 1 1 (1 9 7 9)«:£CHB*0*ftK:f£oTff»5^t* J T#*. 

##*#fHEi*rsfctt. * y VX"f >-X>1f-r *n>>- (Methods 
in Enzymology) , 1 9 4#, 1 8 2- 1 8 7 ( 1 9 9 1 ) , 7u*/-i»lfX 
15 • *7 • it* • i-z/s1-)V •7*r5--^-f'fX>HX-^-f 
-XXX- (Proc. Natl. Acad. Sci. USA) , 7 5#, 1 9 2 9 (1 9 7 8 

Bio/Technology) .6, 47-55(1988)) fc£K13*©#»K:fiEoTfTfc3 JlttfT 
20 £5. 

hl-)l. 263-267 (199 5) GSHBSSfT) , (Virology 
), 52#, 4 5 6 (1 9 7 3)HE*©^Sst«oTff^5^t* J Tr#*. 
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LTtt. fl*tf, W^-X, fWh'JX HT)»m S'aHfcg. ** 

mthxu, 7 «m □->x:f-y- >j*- 

5 , ^hx a-t^x fcx*x, *Stt. ;tw->3*ftffl«fet*©«»*fc 

IE VX *><fc K MO P 5 ~ 8 #33; UV 

10 5/K*^tTM9»ttl (Miller) , v^-:^ • *7 • X^X^U * 

>y • •<> • ^U^rz.?— • yi^f-f y#X (Journal of Experiments in 
Molecular Genetics) , 4 3 1-4 3 3, Cold Spring Harbor Laboratory, New 
York 1 9 7 2] H * 0 ^P*-*-^** < 

*fc«>fc, 09;ttf, 3 fl-OKU^ 7*UJWBl0«fc5fc*aiftilP*.S££ 

15 #Tffr*. lgi*«X>/xUk7BM©*^ M™i5~4 3WD 

1g±aV^JWXR«©»£. 3 0-4 0 6-24 ft Riff 

20 (Burkholder) f/J^i CBostian. K. L. 6. IVoX-v^X 

• *7 -if • ^->3^-;i/- 7*f$- imx>w X- ^"tf 

-XXX- (Proc. Natl. Acad. Sci. USA) , 7 7#, 4 5 0 5 (1 9 8 0) 
) ^0. 5 %#-tf5/i?££WT5S DigitS (Bitter, G. A. 5, Un*/-? 
>^X; #7 • If • ^a ^ • 7^jfS- ■ *7 • 1M x> W X • *7 • 
25 -tf-a-XXX- (Proc. Natl. Acad. Sci. USA) , 8lt, 5 3 3 0 (1 
9 8 4) 3 jW&WStt*. %W<DvH\m5~8\zm&t%<DW£^o % 
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2 CC- 3 5"CT?*5l2 4~7 2P#MfxfcK MM D Tilsit 

Grace's Insect Medium (Grace, T. C. C. , 7*- (Nature) ,195,788(1962) 
. Jg*j0pHtt»6. 2-6. 4H«8r*®3& J ffS^^. 2 7 

5-2 0%WB4 1 M^trMEM^tf! (IMXX* (Science) . 122# 
10 ,5 0 1 (1 9 5 2)), DMEM^i WVon^- (Virology) , 8#, 3 
9 6 (1 9 5 9)) , RPMI 1 64 0J&ifc C^-V— ^ ' ' ' ,J * 
>-^T'f*il"7yyl-'>3> (The Journal of the American Medical 
Association) 19 9*. 5 1 9 (1 9 6 7)), 1 9 9Si(^>-^' 
y-tKX7V -7*— -if -AM^P^^l" ^x^7.> (Proceeding 
15 of the Society for the Biological Medicine) , 7 3#, 1 (1 9 5 0)) U 

4 omi 5-6 o w?MfT3fev^ &n\izfcvxmfa.*&»*tox-*' 
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ft? TIES**;: 

, 7«;K fWatf 6>n3*«. vC7X£<fctf 

SJia^'f >©#fc CM? 1 *- (Nature), 2 5 6^> 4 9 5H (1 9 7 5^ 
25 >#V3-)V (PEG) ^>^<^;i/X&£#&tf£ft£^ flF*t<»4 
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%mmmmtiT\t> mm, ns-i, psui, sp2/ofc£#*tf 

IS) »t#«M»ja»tO»*l/^tt*ttl : 1-2 0 : lggT&9, PE 
G <jff*l/<tt, PEG1000-PEG6000) #1 0-8 0 %*§g£>il 
5 gT»$n, ^2 0~4 0t:, »^L<tt^3 0-3 7^1-10^1 

10 *gsimU ^CftSttt*H^»*35:t*"CS«b&Kfta^P^U>ft# (SMS 
f *>m ttfcft^P^'J >ffi#$fctt7P7M' >A*K»S-&fcHffiCA'f 

frfc3 I«ttHAT (fc#*-*>^>, 75^rU>, 

JB^TfcfcK #J;Ltf> 1-2 0%, #£b<«l 0-2 0%tf)^MMif£ 
^tfRPMI 1 6 4 0M, 1-1 0%<D«^«£^t?G I (M 

»bhx£ (») ) sfctt/w^u v-^mmmtiLffiigM (sfm- i o 1, 

BTKSSg (*) ) fc££fflV>*i:£#T?g5. ffi#2 0~4 0t: 
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(b) t;^nt- Ji#t#0tt» 

^ y ^ o-^;i,fi#®#«IMm % a* ©#U * p-^R#o»»»*^ 

mm, nmm&> <fl» deae) c«ksftK#ft» 

10 C#U^o-^tt#©^»3 

BO t^^U7-aS»tOtt^#^<0, ±i3©^/#p-^Mi#©®i 

mzmv, >j7-£e«©«s*5«fctf** 'J 7-tA^x>t©^jt« 
s»jtTA7r>n;:*ru »o. i~2o, ^b<rai~5©fij^T*y 
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o 

5 »flt»2~6iIfcK:ilerr^, M3~l OHSSfrfc-SHtrt* 

) (2) *»woGges*ai!u-fe7 , ^-se»©ttiii^^H* 

T*gft©*IB*<ktf/Sfcttte*»'J. (3) (4) *3SW© 

(6) *58M©GaaR*fi:a!H:7*^-fieRK:» , rs , J*>r'*©)£*ft» 

( 7 ) *fSW© GgeS U"fe7°^-geSi: U #> K t ©*g£&2M 

8 ) *%Bj©GSeS*M lsM79-9&XtV13> K £©8£tt«fc3 
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£;£:«*■©«©£*» (10) «iSBtK:*»tS*56WOH:^-Se»*fc 

s#sfl:^«j^*rrsftll«*!o : ! ; R;*<ktf/*fctt?&*»J» (12) *36 
«kS+fo, (13) #BiK©Gga»#aSU-fe:7*-EBKS:i-KT*D 

, 7^~XK 7>?=f~Xh&«i:) ^i"J-->W:t^t, ^7 

15 ^©Hr^-fiafltlSE-rs*^**) « *f8W©Hr^-ge«* 
fcfi^-©«^^K*3-H-r*DNA (£TF, #5BW©DNA£ISI3TS 
*J:0C*f8W©H:^-aeSfc»T5fii# (OT, *Sg9§© 

(1) *^Bj©GMaK^SI/-t7 p 3'-SaK»T^ , J^>H (7^-7. 
20 h) ©&£ 

#3891© U-fcT^-SBH fc t < tt-t©*Sfctt*58 M©»^^^ I* *> k 
<*«■©&«, *58M©H:^-saH*fctt-t©lfiK:JtTSU^>F (7 

T^b^, *f6W©Hr^-£a« , bb<tt^©**fc***5S 
TS#$89!© Mr7^--lf SftlcttTS 'J #> H ©»€*»* WT^o 
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ttfMt#»£LTtt, &»©'J#>F (mfi, 7X*#xX>X 
XX ^J^bV-TH, 3^>Xh*-X tPh-X 

x pacap, -t^i^x ^;w*=fx *;P->h=X 7FI//*^'J 

5 X V7h7^>, GHRH, CRF, ACTH, GRP. P TH, VIP 
(A'V7^f^ Or^f^il' 7>K 'JWfyH tf'J^^K 
) , VThT^X K-/15X t^UX 75 UX :/5v*~X CG 
RP (*;k>h=>^->Ul^-r^yK^^H) > o^fah'JiX A'> 
?l/7X*:fX 7uX9>f7>z?>* ho>#*1tX 7f;-». 7h'l/ 

10 ?-UX afc.fctffl-frtrt'f > (chemokine) (09*.tf» IL-8, GROa 
, GRO/3, GRO r > NAP-2, ENA-78, PF4, IP10, GC 
P-2. MCP-1, HC14, MCP-3, 1-309, MIP-la. M 
IP-liS, R ANTE SfcE) > I^Ft'JX I>fn^h'J>, fcX 
*5X -a-Df>y>. TRH, /VsVVTy-JvZ^)^*^ H*fc 

15 7 ::>&£) ©«&£> kh*fctt*?L»« (W*tf. ^ 

7*, ?x tyx -tJ-;i>&£) oa»ififfl«i» «iia**±»tti:**ffl 

20 *f8W©U#>Hfc£#ft«« *f8M©H:^-5eHt>^ 

< tt*©8&#*7> H b < ^©ttfcffi^Sfr. £fcttfi*AS!l'-fe7**- 

S^t^ot. *5893©U-fe^^-Se«tClS^^Tffl«a*!l»?Stt 

. 75*K>®M> 7ir^3'J>llH, MrtCa 2+ jSHS, »*lcAM 

25 p£j& ttrtcGMPM, >r/5/h-;nj>«££. *fflMtt&«* «ffl 
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£tt«HMT*8HS:) £WTS{tStl <09*tf» ^^H, g^R* *^^H 

o 

#5601® U #> H»3e*S t*V»Ttt, #580!® I/-fe^-seK*fett-t 
.fcOftfleflCtt, #560l«, 

®Siabfclt*fl:^«*, #58W©Hr^-SeR*^W1"SlBIIfi*fcttR 

^(Dffi(c^i-5^*^y^brs^<h*#mtr§#^w^-fe^-g 

®tt*-fb^«*. #58w©u-fe^-gaR*^WTsttiiac»tt$'e:fc*^ 
tfctts, n:^^-geR&^bfcaiiifijmj»fi&tt 75^H>ia 

25 ft 7-fe^3U>» W^Ca 2+ m Ml*lcAMP4fi!c, ttfi&ftc 
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arc, c - f o s Qfsmt, pH0ttTtt^*flSJt"r««stt*fctt«iiwT*is 

5 Rfi«#*iSF«"r5 ^itCcko TWIi £3851 b fc Hr 7* — 26Rfc#tt 
^'>I1S> T-fe^Jl^ U «lliartCa 2+ itt«. ttl*lcAMP£fi!c 

10 »fHT5fiH3:fc£) *M«T*^t*«F«t-r5*5g«©U-fe^-SaR* 
±E(D~<l>©ttB£fTfc^ ttttfl:^«^*58W©H:^-seR 

15 wo^^-aeR*fctt*«w©»^^i < *^^ 5fe ®' r * ntf<!?r 

*58W©Hr^-geR* S[ i£T * t tt* fflftB ©f8?B#fe&*/fl tr * S ft 5 # 

©-?«fcK fllfctf, «£?»rJt*£ifcDNA£fflV>Tt>«I:^. *56W©H: 
7*-BeR£a- HtSDNAWM-SltiftftlfflliailWAb, *ne>&3&# 
J: <525£ Ctt. RDNAWfr£fi&£lS££t"3A*:in i MJl'* 
25 fr* (nuclear polyhedrosis virus ; NPV) ©#U 
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T?fr 3 S. £iK CNaibi, P. 6, If • s J*-1r)V • *7 • 

5 /W*n $r$XHJ- (J. Biol. Chen) , 267#, 19555M9559H, 1992 

m fcK«©#ftfcftoTfr'3i:£a t TirS. 

io Tfc«kv»u »nr^-ge»^w-r*«iia*fctt-t©«B 

★aw© u # y mttmz&^T, $^hj§© n^-sajts^wT s 

Tt>«kK H3£fl^i*tt^-na#4«ai©*Sfctt-3TffJS:3 11^^*5. 
15 *58W©H:^-Se»*^WTS*ffllfitbTtt, #3691© M: 7* -S 
eR£B8bfc1&£«lft*^ , 3#. LTfcL *ISffi> tt*K» » 

lBK*«£<a$nsii#©;:i:£^ , 3. «lfi©«#^fttLTtt> Potter- 
20 ElvehjemS!* ; E^<"tf--cailfi*« , Lfll"r*fe, 7-U>^l^>^-^# 
Uhn> (KinenaticatkS) £«fc<5tt»* iB*ttC<k*«[». 7l/>3 L 7l/* 
ft: £ T JnEE L tzifi h MM £ USB t V X;W» £ * ffl $ it S £ t \z £ 5 Zifi & 

wrens. i@i(D^ii:it ^Ha^Kj*^*«^E»'£.^«fe*^©* 

<j>*CJ: J &»liffi^±tLTffl^6n*. 0>Jx.*i> ^MM^iSii (5 0 0 
25 rpm~3 0 0 0 rpm) TjBWHW ftl #~10#) StoU ±?S£ 

SfcKKiS (1 5 0 0 0 r pm~3 0 0 0 0 r pm) T?aS3 0#~2PfW8 
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tt. lMM^tzK) 1 0 3 ~1 0 8 *H^&S©#$?£b<, 10 5 ~10 7 ^T 
5 fc5®#ffaT*a. ft*, D © 'J ^> 

o 

15 «^fcWMfc£»fcLTtt, ( 3 H), t l25 n, C I4 C) , C 3S S] ft 
t*TSSIbfc7>4 £ *7 i >"», #>^S/X *^-tV<h\ 3U*>7h^ 
X tOh-X ;*5h->> -a-D^HY> ^"tf^H 

. 7'JX A*yyi/-r>X t^>F-»- PACAP, -fe^l/^X if)V% 
=f>, *;k>h-X 7HI/y/va , J>, V7hxm> GHRH> CR 

20 F, ACTH, GRP. PTH, VIP (A'77 It!? Ox^r-f^ 
7>F 'Mts/F tf'J^^K) > VTh^fX F-ASX tf'J 
X 75 UX CGRP (*;i/->h->^->UU-T^ y H 

^■/^H) , D^nh'JlX A>£I/7X*^X 7oX*^7XXX F 
□ X 7f/-», THUtUX a££tf 0-$rt#'f> (cbenokine 

25 ) IL-8, GRO a, GRO/3, GROr, NAP-2, ENA 

-78, PF4, IP10, GCP-2, MCP-l, HC14, MCP-3 
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, 1 -3 0 9, MIP-lo, MIP-ljB, RANTESfc£) , X>h'-fc 
)JX I>fD^h'J>. t^5X -i-Df>'>X TRH, /1>7 

SfiSWfitS. A'^7 7-Cii pH4~10 (g£L<tepH6~8) © 

u >mn y 7 7 - , hj * - y77-&£©u^>Htnr^-ifl 

CHAPS, Tween-8 0™ W63E-7h5X 

0x7-^=b^l^-b:7 0 ^-^U^>HW^$:ttlASSWTPMSF, D>f 
*7^>. E-6 4 (^7°^^if^0r®{) , '<7 , X*3 1 >&£®7'Dx7-H? 
Ma*&inT*il£t>"C£S. 0. 0 lm 1 ~1 OmlORHiT'^HSStK: 
, -Jg* (5 0 0 0 c pm~5 0 0 0 0 0 c pm) <D [ 3 HD , ( 125 I), C 

i4 o . c 35 s] fs.anm^bfzumt^m^^^^o trnm^m < 

NS B) ^§fc*fC7CM^*»«TO^^^JP^fcS^3--7* : bffl 
»te^0 < C^e>5 0 < C, a*L<tt#5)4 , C^&3 7 , C^ S$2 0# 

iStttfStt -> >^ l^- > a 7 > * - & s v» tt r - * "7 -till 
*. (B) (NSB) £§lWfcj&tf>h (B-N 

SB) ^0 c pm^^-5li^b^^*^BJ©l/-fc7 0 ^-gaK^fett^© 
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rtcAMP^, MBSrtcGMP^ lV">h-;HI>$g£, IMS 

awartgejt©u >Kft» c-fos cgifk, p Ho<aT&t**{Eii 

1. U#>t*ftJ£JfIttiS 
Hanks' Balanced Salt Solution (*7*n&§g) (3, 0. 0 5%tf>£vM7 
25 7LS0. 4 5tfm©7-f^-T?«ia«tMU 4 , CT«#T*A^ fcSWiffl 
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*56MOH:^-ge»S58S*"ti:fcCHO«fi*, 1 2K7\s-h\z5 
xlOW^tlftU 3 7"C, 5%C0 2 , 9 5%airt2HWiU: 

fc aaa & # s-tfWMb l fc t> © 

SWfl:i&'ftt^ut>©*i o o~i o o of&a^fc&CHlW*. 

2. 

OWE*. M«ffl««ftt 1 m IT? 2 4 9 0 m 1 <Dfi'J£ffl«$ 

©naaiMb^** 5 n i in*, M»crmMR«*«s. #»*w«^* 

aiit»<k^**0. 2N NaOH-l%SDS«U 4ral(Dl#y>f 



WO 00/49046 PCT/JPOO/00927 

49 



• dW5>, tDh-X Xa-P^^KY. *V* 

>rh\ 7ux pacap, tzvj-y. 9 

)V*3>* i3)V s yh=->s 7h*W*va'JX VThX^^>, GHRH, 
CRF, ACTH, GRP. P TH, VIP (AVTi'T^ -f >TXf-f 

5 ^ 7>K 'JWryH #'J^H) . V^^^^^ K-/\°S> 
t tf'JX 75 UX CGRP (#;l/«>h->5>-> , Jl'- 

r^yH^f K) . p<3hUXX A°>^77^5P>, 7PX*^7> 
hp>#*ltx 7f/-». 7F1^U>. otfcJitflS-^aO 
(cheinokine) IL-8, GROa, GRO^> GROr, NAP- 

10 2, ENA-78, PF4, I P 1 <h GCP-2, MCP-1, HC14, 
MCP-3, 1 -3 0 9, MIP-lo. MIP-1/3. RANTESfc£) 
, i>Ht'J>, I^fO^h'JX fc**5X -a-DT>-»> TR 

h, /i>^i/7f-f y^#u^-/*-f h> #7x>&£#;bv> ens. 

±12 (1) M&KfcHT, *ffi^©Hr^-SeRK:»T*U^>H^ 
20 Tffiffl-rS^t««T#5. 

sa^Lfco, (D *^©nr^-ias$3-w5DNAmi 
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5 S-So 

-lS*#SfcttV7hX^5 l >M#^'f^3*fcH^-ry5 (SS 5R£ 

/u&£), *;he>*0*5jb ipim. MsaufeL. ^ 

StfiCT£, ffSSH*, AlfiSitE ?Lfr5-?«a , Jff/Jfi/»/rt^» 
£ft(fl*t^S#i-«*l**fc£>, &&&m&(7U)U*- • «A • U i^7T 

15 ^/*fctt»*fc*ffltf»*. 

*5SW©I^'fe^-2eR*3-I« , rSDNA (ETF, #5B9!©DN 
20 ©DNA^m3$S-5Vi«l/hn^-f;i/X^^^-. Tx/^-TJUX^^^-. 
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10 □->X^-5 1 , b5#>K 77b*73fA©«fc5£J£££iJ, *§fite-fe 

, 7K*8**©te©»ttlte£tr$3*tt D-v;nfb-;k D- 

-h8 0™, HCO-5 0) fc££ttfflUTfc«fcV>. »ttiKtUTtt, fllfctf 
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±^j^£<i:SE^LT i b«tvi 0 wssntaittttts?^ m^u7>^Mz%m 

5 

ftflft (fl*tf. 7^h, ty>\ £^ -f3» 

6 OkgtU) KfcHTtt. -Bfc^ttO. lmg~l 0 Omg. #*L< 
ttttl. 0-5 Omg, «k0»*L<tt»l. 0-2 0mgT&5. #»PW 

15 OkgtLT) fciS^Ttt, -H\Z~D%®0. 0 1~30mggg. £?£U< 
tt»0. l~2 0mglg, iO^Kt^O. l^lOragTOMfi 

20 igPS4©^^> -KWtfUAH:, JEftfiA* (6 0kg<h 

UT) Cfct^Tte, -BiC^#^0. lmg~l 0 Omg, ffSKBftl. 0 
~5 0mg, «fcO«F*L<tt#91. 0~2 OmgT&S. >M§PWK&4TS 

fcS&Stf. 0JAfc£, aWffl0»T?ttfflS«»IA«» Jg^m# (60kg£L 
25 T) fcfcHTtt, -0t"3#*5O. 0 1~3 Omggg. #£U<tt»0. 1 
~2 0mgSS. .fcDfffiKttttO. 1 - 1 Omgg* 
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(3) Jtfe^Ufa 

5 ft (0iJ^«> 7*;K VD-*r> t^v, 7*, -W«ta 
A£fcttmRNA©JI?it OlfirPJi*) ©TN 0J*tf 

10 #58W©DNA£fflV>S±i3©»fi ; f£*r«» 09*tf, g#£$n©/-tf> 
/vr^U^-f-if-va^PCR-SSCPfe ($V5v#* (Genomics) , 
£5#, 8 7 4-8 7 9H (1 9 8 9¥) » ^U's-zt^X • *7 ' If 
-> a ^ • 7#x 5 - X>W X • *7 • 0.-XXX- (Proceedings 
of the National Academy of Sciences of the United States of America) , 

15 |g8 6#. 2 7 6 6-2 7 7 OH (1 9 8 9¥) ) fc£fcJ: 

5te£ft©x£ U -x>^#& 

T&fc>t3#fPm fljLtf, (i) #fchP$Mft©®M. ©#£©IHS5 

^^©Hr^-SaK^fctt-toaj^^HOmRNAasaUST* 
25 ^<hfcJ;-5, ^^©Hr^-gaH^fctt-tclB^^^K©*^**^ 
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(i) iE^ftSVitt^atx^khHtAft* (fllfctf, TtfX, 5vK ? 

u-*, ty$>, < -w^*, ±DAftWK:ttai*7y 

. Mm .jfiLEteT*, ifaSSi trtE**fc£) **Wi*SW* hl'X ( 

©mRNAH fi#©*»KJ;0IBIJfi*^5mRNA€jftfflb, 00* 

(ii) *58W©Ui:^-aa»t>b<tt*0»»'<^^*5gS-r5»Hte 

*f6WOl/^^-aeRafett^©»»^5 L » 5 ©5fiS»SIEftS-li:5ft 

20 (i) iE^^^^^Stx^hhuSW^KcMUT, Hffil»SVitt«aW 
*hl/Xfc££5AS-5£l»*MIII (3 0#irft^b2 4P#P» ff^U<«3 
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-%$fffi%m& (1B«^L7B&> $?£L<W:l B&&V>b3 B&> ckO 
rtCa 2+ II, MficAMP&f£> mmncGU?^ <i/*sh-)VV> 

ausflsea® u >m> c-fos ©isttfc, p 

, ^nm, j&sttffiffi& fiswi. ftzmmwu kx&m 
25 ?Lit-3o»&£) » w/mm/mm&wx.tfmm#i'»*i**te& 
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£ it £ tc tb <D'££XfeM&tl&M 1 1 T Wffl T? $> Z> . 
5 [0 0 6 7] 

10 SUttfTfgS. 

¥L$j#l 5»;K 72, l^fc 

15 £KJ:DS6Jitt*S*«< i£P&4tf)l§£, HRWfcfl*.**. (6 0 

kgfclt) fcfcHTtt. -B HO£®0. 1~1 0 Omg> »SL<ti»l. 

0~5 0mg> «fcOff*L<tt»l. 0-2 0mgt^. ^IDWlcSW 
l ^ l;: J; 

TfcafcS**. fllAtf. £»»J©#Tttafc0flAtf» Jgftfift* (6 0kg<!: 
20 LT) fc*3V>Ttt, -BK^tftO. 0 1~3 0mgm ffSKttttO. 

l~2 0mggg. «fcDff£L<tt»0. 1~1 OmglS^^lWctD 
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5 , {rpp*«. Mffiifii, ttamtawft* #3e«jm«, Aisag 
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5 , ^K^*^©(fiO*ltt**^tf«»tt (flIAtf, D-7;i>fcfb-;k D- 

7;m-;i/ (flu x*y-;w , 3J?ut;u3— ^ (0>K twi^^'J 

-h8 0™, HCO-5 0) fc£<!:ttfflLTfc«fcH. «ltt«tLTti, Wltf 

±ibto •j&«aowu mx\t. mm mm. 

jh»J&££E£l/r'bJ:v>. W»<^fc&»tttt»tt. aBSfc7>7;kfc:a5* 

ILfij^ (flIAfcf, 7yK ^it^, ty^ 7*, -T^> U^fc 

20 if) fcttl/T#4T*HfcJ&*T**. 

3: &tt*o«® ft5*tfc, #&B& £e#* 

fickoafttt**^ ftna40«^ HKWfcflfcfct iSfcffi** (6 0 
kgtLT) HSHTtt, -HCOt^O. I~l0 0mg, ff*L<tt«l. 
0-5 Omg, «k0ff*L<ttttl. 0~2 0mg^5. #«PWK:S*T 
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LT) KfcViTtt, -~B\ZO%®0. 0 1~3 0mggS, JffSlXttfclO. 
l~2 0mgig, «k0#£ 1X14*90. 1-1 OmgS**IMRttStK«kO 
j84-rS0^ff»^T?»*. fl&©ft«©«^t>, 6 0 k gSfcr)lc«l»bfc« 

5 (6) *5fiW©GgaH*«:SU-fe^--fieHfc#"rsU^>h*OJ&S» 
t * £ U # > h* ft& < £ST5 £ t S . 

©Atcufi v^-f a / 7 y -fe-f j (flWRtfc. ma 5 4 ^»fr) 

15 (7) *%®(DGW&mX1&mu*7*-&&RtVX>\ t t<Dm$&*&<£ 

§836 U . 83651* Hfc H: 7* -*S£7 yt<*Sffi^5utl: 
«toT, U^>Ht*58W©U-fe^-aa«i:0*S^tt*«fl;S-fr*fli^* 

gtt (WAtf. 77*K>»i»«, 7-fe^3ij>M, mmca 2+ mm. 
25 *Hisrtse«ou >bml c - f o s vmmt, ph®<kt&£s 
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&m (^fc><$>5> *%®(DU'fr7*-m&mzMTZ>7>?3-Zh) > (A 
(-) U#>Ki*»W©GaaR#ftfflU'fe:7*--aeR 

*56W©X^U-->^StK:*^"Ctt, (i) £ (ii) ©*£C*tt5. 

n^jts. awLfcu^>H©tti/"fe^-ae»»cwrsiB^«*iii«u. 

20 ifciiirr5^i:*»ati" ; 5U^>Kt*f6M©^-fe^-saRt©*s^tt* 

@ai»L& u f *«w©u-t^-seK*^wfs»ifi*fe»Kai 
©ui:^-gaRs^r*«iiasfctt«iBijia©KiB^ii*itta*fc*^»- 
jt«-rs^ts»«t«u^>Kt*56w©n:^-aaKt©is^tt& 



WO 00/49046 



61 



PCT/JPOO/00927 



-f / v b-)w) >iit, »^sa«wu >®ft> c - f 
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4, mtomm®$M* «firtae*ou>«^ c-fos©« phcd 
T*oTtxfc^ ^wciz-fe^-seR^^w-rsifliAifttt^iisroiBi 

25 mtSttyy HftJlEOHl^-SeR^^a^T^S. 
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%w o d n a m%m^^*m^r^m ^>z\t\z^K>n^oz\tm^b 

fii&l&ifrSA+aP^-f^XfcJR'T^ft^ftftS^'f^^ (nuclear 
polyidrosis virus;NPV) C^'JaH U >7 p n ; E— ^— , SV40^O 

10 SRo^ot-^-35:d:©TSiEC«a*atr©W*l/^. 56SLfcH:^- 
©* t«0«iaEtt-€-na#^»O*jS6*T?ff 5 - i^TNTS. . Xltt (Nambi 
, P. 6, If •^r-^*^ , /W^*P5 ? *^"i r 5XhU - (J. Biol. Chen 
) , 267#. 19555~19559H, 1992^] KIBfUWEriSKlftoTfTfc'S £ 

o 

^Lfcfflfi^t^^ R1S±«liai LTtt. *MK» B 
Jftl|g[^<^*nSH»0^tSV^. «lfi©«»*j*iUTtt, Potter- 
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Eivchjena^t^^if-TWfisffbai-rm v-vyv-Jvy?-^ 

Uhn> (KinematicaftSO ©«fc3tt», Mi£fc:«fcS«#, 7l/>5 1 7 p l/X 

LTfflV>&ns. 0!l*.fc£> (5 0 0 

r pm~3 0 0 0 r pm) 0#) -Lffiffc 

S&CilSiS (1 5 0 0 0 r pm~3 0 0 0 0 r pm) Ti§#3 0#~2l$MiS 

e r t «ia a * © »j >iiR^ii^ a r& £©«##**£<££ n a . 

1 0 3 ~1 0 8 #i^?&5©aW2;b<, 1 0 5 ~1 0 r ^T?** 
©#$FaT&*. fcfc, fgM^^e^KH»afcO©U^>HIS^»tt < 

&<, H-ny hT^S©tt»SaST?tr*«t"5fc^:5. 

ij-->^-r5±E©®MD*^*s-r*fc«)k:tt» fiAtf, aa^n:^- 
^ntiPi<?©ffitts*'r*taiftAau'fe^-»eKii^^* t a*^'' 1 - z - 

{fc£*&£jWflv>&n*. Gi&tf c 3 h] . c 125 ik c i4 ck c 35 s)£ 
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sittiomy^-geiisfi&iififs. n^yy-iz^ pH4~i 

0 (M£U<tepH6~8) ©U>»/ty7 7-» HJ*-ttfcAy77-fc 
£0 U #> F£ U-fc7*-gaK£©»&£fi«FLfc Wty 7 7--?&nfc£v> 
5 I'tnffe.kK #ftft«tt£«H£«3tt*B«n!. CHAPS, Twe 
en- 8 0™ (ttI-7h7>Ut) , v*h~X r*=^->3 V- \>fc£<Dft 

■feT*^— ^U^>K©^M»*«lASiWTPMSF» CK^7°^X E-6 4 
«7°^m^U) . ^7^*f->&£©7^7-iflS^J£»T5;i 
10 <hfcT#£o 0. 0 lml ~1 0ml OR H: 7^ — (5 0 0 0 
c pm-5 0 0 0 0 0 c pm) ©«l/fcU^> K£»U Rtffcl 0" 4 M 
~1 0- 10 M©K^b-&tl^#$-ti-S. (NSB) £*n3fca6 

fr^OX:, aSt<tt»4 , C*»6 3 7t:T, »2 0^6 2 4NfIBI, 3£b 
15 <tt#53 0^6 3I^Mff"5. #7*l«MliKT!*»U 

®*7>MB 0 ) (NSB) £§l^c#7>h (B 0 -NS 

b) siooatbfcPt* ftmmsm (b-nsb) mx.\& 50%^ 

25 , MAACali, ttrtcAMPM, MWcGMPt^ j/i/h-fr 
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£rt{b£», ?sif£g$K »«ia»ttHJ**^^ffl 

20 "Cb«kK 

i. 7^u-->^fflttJi 
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Hanks' Balanced Salt Solution \Z. 0. 0 5%©C7i/«7 

?Lft0.4 5tfm©7-f;^-T«iiaS«U 4 < CT##T5fr> 

XI 0 6 ffl/rtTf«lftU 3 7t:, 5%C0 2 , 9 5Xair-C2BH«*l/fc 
*>©. 

10 ®««y#>F 

l;Ti/iMl:W^. 
15 >J#>F£0. l%5«J^i> <<>^Ttfc«) Sr^tJPBSTlmM 

2. 

OIK, aj«ffl««*lml-C2EIft#Lfc^ 4 9 0 m 1 ©WJ£ffl»«* 
20 £&ftfclm;L*. 

£tt0ftfcOK:l O"'M0U#>F£5 /z 1 *D;LT£<. 
®&M«£U lml ©»ffl^MT3lHl»TSo HUSlc££bfcS 
25 BUtf^FfcO. 2N NaOH-lXSDST»fU 4ml©*#'»^ 
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j£U Percent Maximum Binding (PMB) £#©£ C»l] 
CR1) 

PMB= [ (B-NSB) / (B 0 -NSB) ] X100 
5 PMB : Percent Maximum Binding 
B : *#*ill!*.fcl$0* 
NSB : Non-specific Binding (^^SWiS^l) 

B o : 

10 *<fc£«Sfc«*©tttt» U^>Hi*58W©Hr^-»a»t©»^tt* 

WrtCa 2+ SI, »cAMPM »*|cGMP£fiL -JVv 
(lr>fc«>3. *^HJ©lx-fe7 p ^-®eK»C*fr?>7lf-Xh) > (D) B 

*7>*=f-*M* (a) u^>Ht*5sw©Gaa«*aa!^-fe^-» 

8tft£tt£LT«, *7>F, ?>A*^ #^^Htt<k^«I. 

, &»©fc£*n?*oTt>«kK 

25 «»I»rS'J^>H*^T54gfStttlRl«©fPffi^^TV5S©T. «U# 
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mm. mim, mmmm, %zwmwu Aiajsm 

^rrsBKtnatLT, #y-trm iw-^i T^n^y-tr 

ftffttt 5yK ty>?, 

ftPfi4®«-&, HKWK«*.tf. (6 0 

25 kg<hl>T) K^Tte, -0COfl5O.l~lOOmg, »*L<tt»l. 
0~5 0mg, J;0»*Ktt»l. 0~2 0mgW. #«P«K:«:4T 
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LT) K£V>T&, -Bt^tftO. 0 1~3 0mggg> ^L<M0. 
l~2 0mg@g, J;iJlffi;L<tt»0. 1-1 Omgg§E*#JRa»^«kD 
5 Jg4T30* J 0?»'&'T?»5. ffiCll*©*^*)* 6 0 kg^fcDK&gbfc* 

, *;Hi>&cD£S (09*.tf, 9&fStUJfiL, te£ttfflffl£. ^Stt* 
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©,k3&^!8jgfflttttJlll&££*#^ 

15 , 7F****©ffi©ttt&*ft£tf*!Rtt D-v;nf h-;k D- 

*«, 7)vn-)v m, x^y-;i/) , #U7;i/3-;i/ (flu 7Dt?i/>^u 
□-;k #uxf^>yij3-jw , (flu #uv;t^ 

-h8 0™, HCO-5 0) fc££0MH/TfcJ:H. HllttttiiUTtt, MM* 

±mm - fe*mt* mm\ u @£ 
jh?Hfc££ESi/ct>j:^. wiE$nfcft»«tta#, aa»7>y;ufc3fls* 
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?LHj^ 77h« tflMr. tlVv, 7*. tf-X -f^ 

kg£LT) H&t^Tte, -BC^SI&O. 1~1 0 Omg, ff*U<tt»l- 
0-5 Omg, J:0ff*L<tt#91. 0-2 0mgT<65. #«P«K84T 

i ®a#*ttia:#»*» ^ns§> 3Stf> s^^a^o 

Tfcg&Stf, fclfctf, Itllf (6 0kgi 

LT) fc*V»Ttt» -Bfc^SttO. 0 1~3 0mgSI, frSL<tt»0. 
l~2 0mggi, «fcO#f:L<ttil&0. l-lOmgMMMl:.!: 1 ? 
&4T3<Z>#M£T&5. «&Oft«©»^t>, 6 0 kg^fcO(C«l#Lfe» 

cot, tttt««t , ©*fsw©^'t^-aaH©^*> ^c-tJ->hM>y^«a'] 

(i) xmmftt. »iitt*«fct«sjiMbu-fe^-aasts*^»»cR 
fRfrstttt«t+©*f8wom^-aeftoje*& 

(ii) tt«Ktfi#±lc^*fkL&*f5M©tt#*«t^«aft^nfc*58W© 
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^fgWOHi^-SeR^TS^/^o-^ftft (OT> ^fSW©* 
«J££frfc;L*fc#. ffl»»ifi<ffc«fc^ttttiSfT3a:5^i:t)«*. -tie© 
Fab', *SV>ttFabli0'*fflV>T'bJ;H. #589i®H:7**-ga*K:*f 
10 trim* <0l*.fcf» l/-fe^-5SR*) K#/£L/i£a#, ttSt>U<«R#- 

^^rtrff m^ffi ^Tf^» tfc«*ift««k o near sa«i*"x?**itf , v>l*n 
, 09*«, c l2S n, ( i3i n . c 3 h) , c i4 cd 4^«tfflu6ft5. ± 

20 hv^- if, /3-^;m->^— 7;k&U7**7 7*~tf. /*-**$/^ 
25 f>-7tv>»^utfcT€5. 
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zmtt ami® > t<$\zm{tLtz*%m(o : £S9B--i-)vmzR 
*sj6©«»RMi(F) tKfrtis^LfcfflliKK (b) 

25 Mb {B/FftM* > B, FV^n^M^fi^'J^L,, ttttfat+OttflCM* 
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WAyrvt'f) «»4 9^56ff) , as: xmwjv** 
20 j (gftL rafts 3¥fgfr) , 5JH*i&5ffl rgssftgaa^gu (fg2K£ 

) (B¥»l& B8fP5 7¥5Bfr) , 5iH*l&&« r»*ft«a!|£fei (8 3 IK 
) BBft6 2¥$BffK ^VyX"f>-x>y ,; e;^- (Methods 

in ENZYMOLOGY) J Vol. 70 (Immunochemical Techniques (Part A)), M Vol. 
73 (Immunochemical Techniques (Part B)K Eft Vol. 74 (Immunochemical 
25 Techniques (Part O), H ft Vol. 84(Immunochemical Techniques (Part 
D:Selected Immunoassays)), 13ft Vol. 92 (Immunochemical Techniques (Part 
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E:Monoclonal Antibodies and General Immunoassay Methods)), PIH Vol. 
121 (Immunochemical Techniques (Part I :Hybridoma Technology and Monoclonal 
Antibodies)) (EU. 7*5*5 v#:/U;*tfc$8fT)fc£#RB) . 

•xjvfrkuz)* ts^y^omm im Majifth 
io mmtmtts^ ^m**^ aisiw. *Ltt5o»fca 

®^)^) ©birst* s. 

#«*©#»9i©U'-fe:/*--aaR©ttttJ. tM^c*y5*^©i/t 
7*-aaR©£Ii©aflrfc#D&afc4fcfflT* ^ fctfT?**. 

(i o) MMmzm5*%w<D\/*7?-£&%£Mt j t<Dm^7 ; 3 L \ i <n 

20 fi£«£i*3{t£ti©X£0-^>^i£ 

©£i#«> *BW© M: 7* -a B R *> b < tt-t K $ fc 

^-aeR^fctt^offi^^K©**^*^^*©^^^---^ 

25 
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£«©x*u-->?m 

5 (ii) *nw<DU±79-W&nbL<\tt<Dtoft*7?\ t 1tfm?Z&Xtii 

©*£tj-^>^te. 
10 (iii) #fcbPS?Li!*tf>®M, ©#£©««, (D»e»«bfcialfe^ 

15 (iv) *%Bj0u-k^-gast)L<«^©^^y5 L KS:^-r^^H^ 

20 MfiRli»C^Sn5*56W©U-fe^^--SeR*fctt*©»^^H© 
JfclfcMlttWKiii&T© J: v \z LTfTfc-5. 

(i) jEStfcSWmi^xJI^t hH&aJMfc (0¥Atf» TtfX. 7«;K £ 
■fr*. fcy~>\ 7*, J;0J*#WHttSi*5y 
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A^^a««&^) <pk«»u bus. ta»»5v>tt«fi&*«b^ # 

5 (fllfctf, MJh>X10 0™, y-f->2 0™fc£) fc£*fflK 

IW<tSn§i»©It^^5. LTte, Potter- 

ElvehjemffiaJ^^^-f if— "ClBWaftW b*rf#&. 7-U >^7l/>^-^# 
10 'JhP> (KinematicaftgJ) (0«fc$«iK j&fS 71/>^7 P 1/X 
fc <HT?JPJ£ Lfcifi S «lfi &» W XJPfr 5 flffl $ *3 £ t C cfc 5 «»fc 

&*K:«fc5#Mife&*£fcLTffi^&ttS. Wfcfcf* «ifitt#»c£4Kai (5 0 0 
r pm-3 0 0 0 r pm) TrglSM <S#, 0£) 3ti>U ±J*£ 

15 SSCitSjt (1 5 0 0 0 r pm~3 0 0 0 0 r pm) X-M%3 0#~2B#f^ 

(i i) m^-8e« t> U < \t*<DBftl7?' SffiST* 
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(i) m&^tmB^mhhm^mmznbx, mm&z^mm® 

5 -£B#fym (3 0#ftfc^L3B&, $F£L<ttll$IWftfcHb2Bft, cfcO 

$F£U<tt2B&fcV>U3Bfc) , ttiWWffl^t^-Sfil 
(iii) iEa^S^^E^x^thWiJtl (fllfctf, 5yK £ 

tyv, 7*, < s. .toattwctt**?* 

k mm-?**, mmitvur** mm 
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(iv) ^wu^^-^BnhLK^om^^^^^tmn^ 
»*ssnr^^-*^-r*aiiiajW»»tt 7^*K>$m 7-t 

10 iSffl»Ca 2+ m tt^cAMP^ «uartcGMP4 

- f o s *, P H©fiT3if*ffiJiT*fitt*fctt«l«a"r*ffitt3a:^) 

15 fls^«T*S. 

«<ffc£tt£UTtt, ^^H, Kttflrfrto* 

. mmm. Mffiiia. te««twa&ft« ai«jb 
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77h, -f*. iwfc 
io a ^LTg^-rsct^T^s. 

^*cj:oii^^-&^> «n«!4©*£» -^w^^i^.^ m-k&mm (6 0 

kgiUT) fc;feV>Ttt, -BKO##J0. l-100mg, $?£b<te#Jl. 
0-5 Omg, ctO^St<«*5l. 0~2 0mgT&5. #«!PtfJ£&4-f 

LT) K&^Tte. -BlZ-DgffiO. 0 1~3 0mgi^, Jf£L<«$}0. 
l~2 0mg*§^ &Qft3iL<\mo. 1 ~ 1 0 mgggfc&li&ltKJ: 0 
&^T6©/^ffSB£T&5. ftfJ©il#J fc> 6 0 kgy^cOK&gbfcft 
20 £18:41-5 Ct^T^S. 

<bfr<Dmw£'&m&%tcvx^z>t%z.<bnz>o tot. 
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25 7;m-^ (*J. x*/-;» * #<J7;m-;u (0J> ^nei^^u 
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-h8 0™, HCO-5 0) ttZtftMbXb&K. JftttttfcUTtt, MXii 
i/)V7)Vu E t ft m t T t> «k V». 

iWflfc£i:E£bTt>«k^. wi^ftfc&ttttttaft. as&7>:7>K:a* 

Atttt <09&tf, 5yK by* 7^ ^ -fS, U^fc 

15 kgibT) KSWttt, -B«*»0. 1-10 Omg, »*L<»»1. 
0-5 Omg, J;0»Sb<»*»l. 0~2 0mg^5. #«P«fc:fi!4T 

LT) fcfc^Ttt, -Bfc^SftO. 0 1~3 0mglS, »*L/<«^0. 
20 l-2 0mgSft, *D»*t<tt»0. 1-1 0mgeSS#Ka»JCJ;t) 

(12) *56M©Ut^-SaHt>^<tt*©^ /< ^ ,{ * fctt *® i[t:: 
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F>iii, 7wj>». mm\Hca 2+ mm. »*icamp£j&, 

K«U >Bfc, c - f o s ©iSttfc. pH«TO^^lT§Stt^^««i 

io (i3) *5swoGae»*as!H:^'-2eR*='--H"r*DNAwr 
(AiAti, tyy, 7*, *=i> -f^ 

T5mS#3*7n*-*-©T»K:tt£Lfcitfi^3>* h7? hbLXm 
20 c:n<hffil^tt^ii5^«)^S^©*^^©DNA^«j^M , T?^$-& 

U-^SlMP'v? -f # □ -T > i?z V <> 3 >T § z. t \z «k T#$g9! © U-fe 7* - 
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*5g«ODNAi£»il*H. 3EK«kDitfi?£££K&81"&-££^ 
LT, KDNA«»«tl/Tii#©«*iS«»W»«*fT5i:t3^T?#* 
. 3 BMDNA£ftff?*lt*©Irtb££ET5;i£K:,£0» £A3I£ 

io ^mmyk&w<Dm*\zft^*^43-vmm*imL. £©«©»« 

£@B1" 5 i-^t©««d N A SWT* cb 5 K^M^T 3 £ t 

*BW©DNAjWE#3n&IM&J4» #^©l^7*-a£lt#Kfi3i£ 

08*tf. *^HJ©DNAfe^T^X©ffi^4 I ©DNA i bb<«RNA 

*a»»«f-r*^, *«^»43tfi^»c«tD*s*nfc**w©i/-fe^-5e 

, *©«l&*ffltr>s;:£K:<fc0» fflfctf. ftiltft«©«fi6*K©*«k5ttlS* 
25 ^-ie«**««8t5i:tt>W*s. 
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I UP AC- I UB Commission on Biochemical Nomenclature H<fc5B8^& 





9 t)vJc 9 Oo 




5 


U IN /\ 






C U IN /V 


• To ftfl ✓ 'J * *S J 




A 


. 7 X • — / 




I 






G 


• // V *— V 


10 


C 






DMA 

K JN A 






m T? M A 
III iv IN n. 












HTTP 




10 








HTTP 






AT P 






EDTA 






SDS 


: KT^WKK^hU^A 


20 


G 1 y 


: 




A 1 a 


: 77-> 




Va 1 


: A*U> 




Leu 


: D'f <» 




I 1 e 




25 


S e r 


: -feU> 




Th r 


: Xl^^-> 
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Cy s 


: vXr'f > 


Me t 




G 1 u 


: 5 


Asp 




L y s 


: U5*> 


Are 


: 7J^~> 


111 o 


: \L7s^ : Jy 


rue 




l y x 




T r n 
lip 


• K M 7" K 7 v > 


P r n 
i I u 




A n 




VJ I 11 


. S J V s — *. ^ 


pG 1 u 




Me 


: 


E t 


: x^;i^a 


Bu 


: 


Ph 


: 7i-;H 


TC 


:5 1 77 , Jy>-4 (R) h* 



Tos : p- K;i/X>7.;i/7^-n;i/ 
cho 

B z 1 : ^>vJl/ 

Cl 2 Bzl : 2, 6-v:7nci^>> ? ^ 

Bom : ^>v ? ;i/^+v^^;i/ 
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Z : 1> 9 J)Vttl'i3)V#-)V 

Cl-Z : 2-9uu*>*J)Vtt , sh)\''$—)\' 

B r -Z : 2 -^D^^l/**^^-^ 

Boc : t-7h*i't>)V#-)l> 

5 DNP :^-hU7xy-)V 

Tr t : h'J^ 

Bum : t-T/h*->*^ 

Fmoc :N-9-7WWWh+'>*M^ 

HOB t : l-kHD*->^>XhU7l/-;U 

10 HOOBt : 3,4-^tHD-3-kHD^>-4-t*V- 

1,2. 3-^>yhU7> ? > 

HONB : 1-t KP*'>-5-/;U#;P*>-2. 3-^*^H5F 

DCC : N, N* -v'v^a^vJU^JU^v^S H 



15 CE7»J## : 1 ) 

/ketb**?". 

20 G8e»#ftSMr:/*-3eHli S LTS3- HT§ c DN A0tt£E8l& 

CE»#: 3) 

cDNAB >t/tZ>tzlb\zmi<tz77'C?- 1 0&8E?"J£ 

25 ?nTo 

(E?|J3MI : 43 
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*58^oth»j»ft*«aGae»*tta!i^-i:^--aaKhSLT*3-H 

T. 

McoHSS^JlTtfen^Escherichia coli DH5a/pCR3. 1-hS 
5 LTtt. 1¥ (1 9 9 9*P) 4^2 8B^6B*B«**^<^*1 

-i-3, fiiSjiii*i»tt«K4#i^x*affiw^Bf (n i bh) nsfte 

##FERM BP-6 7 1 0<hLT> «1 1^ (1 9 9 9^) 43 2 0 B 
e> B#H*RJ&*RlfrfcJllK+H*"r 2-17-85, &H£A • fgHWSS 
ffi ( I F O) C*Jt£## I F O 1 6 2 8 4 <h LTSJtfcSftT^S. 

10 

f^flstt, ^Ulr^y— - $u—->y (Molecular cloning) KlEtSSttWS 
15 fimztit-Dfco 

mmm 1 k h»JB©Gae«*asn:y^-aa»*=i- n-r* cdna 

khi,|cDNA (CLONTECHtfc) &»S!£U 2^0)7^ T-, 
20 T^fT-l (SEJiJSt : 3) ££#771' -7-2 (IBWt : 4) £fflV>T 
PCR£fc£ffofc. KiE*Hi5tt55«aEOa^tt±iEcDNA01 0#£> 
l*S»S!£l/TttlBU Advantage 2 Pol ym erase M 
ix (CLONTECHtt) 1/501, 7*7>f7-l (6B»^ : 3) * 
^^7^-7-2 : 4) £ 60. 2/iM, dNTPs 2 0 0 /xM 

25 , *<fcrWB*iC*#©Ay7 7-*DP^ 2 5/il©«it^. PCR&J& 
tt, ® 9 4*C • l^Oft, (D 9 4ti • 2 0U\ 7 2t: • 2£01M 0JP*3 
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UK ®9 4*0 • 2 0f2>> 6 5T:-2 0#\ 6 8 1C • 2 #£>1M ^£ 3 0, @> 
9 4<C-2 0#, 5 8t>2 0#, 6 8*C • 2ft<D*Mi7)V&3 6 EMS 9 SSL, 
, ® *^{C6 813 • 7£©#ftEJ&fcfrofc. ttPCREJS&0Effl£*r*T 
A^D-z>^»;Klnv i t r o g e nit) Offl^KlfEH^xa K^? 
5 ^-pCR3, KInvi t rogentfc)^ D-->^Lfc. CtlS: 
^ilDH5 atlSAU c DNA£fcO? D->£7>tfvU >S^tTL B 

. JL©cDNA«k?)i**aj3na75>'l*Efll (E*l##: 1 *^W1"*«rS 
10 GgeS^ftSU-t^— SfiRSh s LTt^U £©JBJH6SI#£*Ji 
tf (Escherichia coli) DH5o/pCR3. 1-hSLTt^Lfc. 

#U!01J 2 hSLT^^CHOi^Jjawf^M 

15 Lfc3te : P*#Abfc^7XSKpCR3.1-hSLTSfflViT^*<S«l&tfcE. coli 
DH5 a (h-3-#-) £**IU Plasmid Midi Kit <*7y>tt) £ffl^T 
PCR3. l-hSLT©^5^a KDNASWfiLfc. cn&Cel lPhect Transfection Kit 

CH0-Kl«I6ti»Al/fc. 10 mg©7"7X5 HDNAS'J >K*JU*>^Ai:©*a» 
20 »«£U 24^WIC5 x lO^fcttl x 10 6 {i©CH0-MJI&£jiMILfcl0 cb-> 
*-l/fcg&jQLfc. lOSS^v'MMf^tyDMEM^T-lBP^^tfc^, «ft 
U ji^^Tfe^lO!«^vMMR^ling/ml G418££tfMEM«»"T?J&*L 
fc. a^»%spT?it»LT<ShSLT58SCH0ailfi©3P---4 0^o->&3iiR 

25 TaqMan&K<£ OhSLT0inRNAS£$l£ • □ e-ft**aib&. *©»** 
©SW*£U'3im-> (#5, #7£J;tf#2 8) £«JRl/fc. 
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H $ © 16 H 

I. : lT*t>*n*7SyKfi5Utra-t>L<tt*KWK:lll-07 

4. DNAT*5»3^3E*©# , J3*M"3 1 H. 

5. mmmn: 2?&2n&mmmGtznim3&n<i>#vx9\'*? 

Ho 

io 6. ai*«3ae*©#u^^u^H*^WT*iMftA^^-. 

8. au*«7E*©»«teift#*««b. w#EiEtt©aaH££jfrek«> 
zzt s«f»tr*ii*« i E«c©aaft£fcra:-?-©&©gii§&. 

9 . 1 fsgc©ae« >b v < \*m#m 2 ek©^^^ h * &»*■©£ 
15 K«r*st#. 

1 0. lll^lEftOgSS©^^^^*^*^*** 1 ^*^**^ 
#flI9E*©SMfc 

II. «#^9E*c©ffi#£^WbT&5^Blrl£o 

1 2. »*«iE*©aa»t)L<tt«f*a2E*©»^^fi < *fctt-t© 

20 c: tticb ot#e»no 1 E«©aaR*&*«-©ttK:*tT5 

13. 2E*©U#>K££*rl/rfc*E3i. 

1 4 . mxm 1 is«©aeM t> l < 2 E*©a5»^^ k *fctt*© 
tt&ffl^s ^ tMitsm 1 E*©aeK*fctt*©*t»i"* 'J # 

25 > h* ©&££&. 

1 5. wf#«iE*©ae«t>L<tt»*«2E«©»^^K*/ttt-t© 
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*&#rr* - £ swtRt-rs u #> h i 

5 £©jB3tt«fcSi*Sfc^S;fctt*©8©** U-~>^/8*y K 

1 8. 5K*OX^ , J-->^ft*fc«»*9ll 6B*©X*U- 

1 9. »^3f2*©^U7^l/^Ht;W7.h'J>v ? x>h^#TTA 
-f 7 U ^ XT U * * v** H. 

15 swi/rfcatfus^a-^F. 

■T5it*« 1 fB*c©aait©mR N A©£»#£o 

20 2 3. ft$£2 l^fcttW*^2 2i3*Oj£«}*&ffl^*^i:^IStTS 
24. f&;frg2 iffi*©jgrai£&fflv>*£fc£tt*£T*, If#3tltBic© 

2 5. »*«2 2E*©€»»Sffl^*^i:*«rtRtt'*. mfamzSttZ 
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2 6. H^2 4lB|g0X^'J-->^S^ffl^T#e»np§> »#«1I2 
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10 20 30 40 50 60 

ATGAATCCAT TTCATGCATC TTGTTGGAAC ACCTCTGCCG AACTTTTAAA CAAATCCTGG 
METAsnProP heHisAlaSe rCysTrpAsn ThrSerAlaG luLeuLeuAs nLysSerTrp 

70 80 90 100 HO 12° 

AATAAAGAGT TTGCTTATCA AACTGCCAGT GTGGTAGATA CAGTCATCCT CCCTTCCATG 
jStiP heAlaTyrGl nThrAlaSer YalValAspT hrYallleLe uProSerMET 

130 140 150 160 170 180 

ATTGGGATTA TCTGTTCAAC AGGGCTGGTT GGCAACATCC TCATTGTATT CACTATAATA 
IleGlyllel leCysSerTh rGlyLeuYal GlyAsnlleL eulleValPh eThrllelle 

190 200 210 220 230 240 

AGATCCAGGA AAAAAACAGT CCCTGACATC TATATCTGCA ACCTGGCTGT GGCTGAT G 
ArgSerArgL ysLysThrVa lProAspIle TyrlleCysA snLeuAUVa lAlaAspLeu 

250 260 270 280 290 300 

GTCCACATAG TTGGAATGCC TTTTCTTATT CACCAATGGG CCCGAGGGGG AGAGTGGGTG 
YalHisIleY alGlyMETPr oPheLeuIle HisGlnTrpA laArgGlyGl yGluTrpYal 

310 320 330 340 350 360 

TTTGGGGGGC CTCTCTGCAC CATCATCACA TCCCTGGATA CTTGTAACCA ATTTGCCTGT 
PheGlyGlyP roLeuCysTh rllelleThr SerLeuAspT hrCysAsnGl nPheAlaCys 

370 380 390 400 410 420 

AGTGCCATCA TGACTGTAAT GAGTGTGGAC AGGTACTTTG CCCTCGTCCA ACCATTTCGA 
SerAlalleM ETThrYalME TSerYalAsp ArgTyrPheA ULeuYalGl nProPheArg 

430 440 450 460 470 480 

CTGACACGTT GGAGAACAAG GTACAAGACC ATCCGGATCA ATTTGGGCCT TTGGGCAGCT 
LeuThrArgT rpArgThrAr gTyrLysThr IleArglleA snLeuGlyLe uTrpAlaAla 

490 500 510 520 530 540 

TCCTTTATCC TGGCATTGCC TGTCTGGGTC TACTCGAAGG TCATCAAATT TAAAGACGGT 
SerPhelleL euAlaLeuPr oValTrpVal TyrSerLysV allleLysPh eLysAspGly 
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550 560 570 580 590 600 

GTTGAGAGTT GTGCTTTTGA TTTGACATCC CCTGACGATG TACTCTGGTA TACACTTTAT 
ValGluSerC ysAlaPheAs pLeuThrSer ProAspAspV alLeuTrpTy rThrLeuTyr 

610 620 630 640 650 660 

TTGACGATAA CAACTTTTTT TTTCCCTCTA CCCTTGATTT TGGTGTGCTA TATTTTAATT 
LeuThrlleT hrThrPhePh ePheProLeu ProLeuIleL euValCysTy rlleLeuIle 

670 680 690 700 710 720 

TTATGCTATA CTTGGGAGAT GTATCAACAG AATAAGGATG CCAGATGCTG CAATCCCAGT 
LeuCysTyrT hrTrpGluME TTyrGlnGln AsnLysAspA laArgCysCy sAsnProSer 

730 740 750 760 770 780 

GTACCAAAAC AGAGAGTGAT GAAGTTGACA AAGATGGTGC TGGTGCTGGT GGTAGTCTTT 
ValProLysG InArgYaIMB TLysLeuThr LysMETYalL euValLeuVa lValValPhe 

790 800 810 820 830 840 

ATCCTGAGTG CTGCCCCTTA TCATGTGATA CAACTGGTGA ACTTACAGAT GGAACAGCCC 
IleLeuSerA laAUProTy rHisYallle GlnLeuYalA snLeuGlnME TGluGlnPro 



850 860 870 

ACACTGGCCT TCTATGTGGG TTATTACCTC 
ThrLeuAlaP heTyrValGl yTyrTyrLeu 



880 890 900 

TCCATCTGTC TCAGCTATGC CAGCAGCAGC 
SerlleCysL euSerTyrAl aSerSerSer 



910 920 930 940 950 960 

ATTAACCCTT TTCTCTACAT CCTGCTGAGT GGAAATTTCC AGAAACGTCT GCCTCAAATC 
IleAsnProP heLeuTyrll eLeuLeuSer GlyAsnPbeG InLysArgLe uProGlnlle 

970 980 990 1000 1010 1020 

CAAAGAAGAG CGACTGAGAA GGAAATCAAC AATATGGGAA ACACTCTGAA ATCACACTTT 
GlnArgArgA laThrGluLy sGluIleAsn AsnMBTGlyA snThrLeuLy sSerHisPhe 

1030 

TAG 
*** 
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SEQUENCE LISTING 
<110> Takeda Chemical Industries, Ltd. 
<120> Novel G Protein Coupled Receptor Protein and Its DNA 
<130> 2590WO0P 
<150> JP 11-041336 
<151> 1999-02-19 
<150> JP 11-125768 
<151> 1999-05-06 
<160> 4 
<210> 1 
<211> 340 
<212> PRT 
<213> Human 
<400> 1 

Met Asn Pro Phe His Ala Ser Cys Trp Asn Thr Ser Ala Glu Leu Leu 

5 10 15 

Asn Lys Ser Trp Asn Lys Glu Phe Ala Tyr Gin Thr Ala Ser Val Val 

20 25 30 

Asp Thr Val He Leu Pro Ser Met He Gly He lie Cys Ser Thr Gly 

35 40 45 

Leu Val Gly Asn He Leu He Val Phe Thr He He Arg Ser Arg Lys 

50 55 60 

Lys Thr Val Pro Asp He Tyr He Cys Asn Leu Ala Val Ala Asp Leu 
65 70 75 80 

Val His He Val Gly Met Pro Phe Leu He His Gin Trp Ala Arg Gly 

85 90 95 

Gly Glu Trp Val Phe Gly Gly Pro Leu Cys Thr He He Thr Ser Leu 
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100 105 HO 

Asp Thr Cys Asn Gin Phe Ala Cys Ser Ala He Met Thr Val Met Ser 

115 120 125 

Val Asp Arg Tyr Phe Ala Leu Val Gin Pro Phe Arg Leu Thr Arg Trp 

130 135 140 

Arg Thr Arg Tyr Lys Thr He Arg He Asn Leu Gly Leu Trp Ala Ala 
145 150 155 160 

Ser Phe lie Leu Ala Leu Pro Val Trp Val Tyr Ser Lys Val lie Lys 

165 170 175 

Phe Lys Asp Gly Val Glu Ser Cys Ala Phe Asp Leu Thr Ser Pro Asp 

180 185 190 

Asp Val Leu Trp Tyr Thr Leu Tyr Leu Thr He Thr Thr Phe Phe Phe 

195 200 205 

Pro Leu Pro Leu He Leu Val Cys Tyr He Leu He Leu Cys Tyr Thr 

210 215 220 

Trp Glu Met Tyr Gin Gin Asn Lys Asp Ala Arg Cys Cys Asn Pro Ser 
225 230 235 240 

Val Pro Lys Gin Arg Val Met Lys Leu Thr Lys Met Val Leu Val Leu 

245 250 255 

Val Val Val Phe He Leu Ser Ala Ala Pro Tyr His Val He Gin Leu 

260 265 270 

Val Asn Leu Gin Met Glu Gin Pro Thr Leu Ala Phe Tyr Val Gly Tyr 

275 280 285 

Tyr Leu Ser He Cys Leu Ser Tyr Ala Ser Ser Ser He Asn Pro Phe 

290 295 300 

Leu Tyr He Leu Leu Ser Gly Asn Phe Gin Lys Arg Leu Pro Gin lie 
305 310 315 320 
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Gin Arg Arg Ala Thr Glu Lys Glu He Asn Asn Met Gly Asn Thr Leu 
325 330 335 

Lys Ser His Phe 
340 

<210> 2 
<211> 1023 
<212> DNA 
<213> Human 
<400> 2 

ATGAATCCAT TTCATGCATC TTGTTGGAAC ACCTCTGCCG AACTTTTAAA CAAATCCTGG 60 

AATAAAGAGT TTGCTTATCA AACTGCCAGT GTGGTAGATA CAGTCATCCT CCCTTCCATG 120 

ATTGGGATTA TCTGTTCAAC AGGGCTGGTT GGCAACATCC TCATTGTATT CACTATAATA 180 

AGATCCAGGA AAAAAACAGT CCCTGACATC TATATCTGCA ACCTGGCTGT GGCTGATTTG 240 

GTCCACATAG TTGGAATGCC TTTTCTTATT CACCAATGGG CCCGAGGGGG AGAGTGGGTG 300 

TTTGGGGGGC CTCTCTGCAC CATCATCACA TCCCTGGATA CTTGTAACCA ATTTGCCTGT 360 

AGTGCCATCA TGACTGTAAT GAGTGTGGAC AGGTACTTTG CCCTCGTCCA ACCATTTCGA 420 

CTGACACGTT GGAGAACAAG GTACAAGACC ATCCGGATCA ATTTGGGCCT TTGGGCAGCT 480 

TCCTTTATCC TGGCATTGCC TGTCTGGGTC TACTCGAAGG TCATCAAATT TAAAGACGGT 540 

GTTGAGAGTT GTGCTTTTGA TTTGACATCC CCTGACGATG TACTCTGGTA TACACTTTAT 600 

TTGACGATAA CAACTTTTTT TTTCCCTCTA CCCTTGATTT TGGTGTGCTA TATTTTAATT 660 

TTATGCTATA CTTGGGAGAT GTATCAACAG AATAAGGATG CCAGATGCTG CAATCCCAGT 720 

GTACCAAAAC AGAGAGTGAT GAAGTTGACA AAGATGGTGC TGGTGCTGGT GGTAGTCTTT 780 

ATCCTGAGTG CTGCCCCTTA TCATGTGATA CAACTGGTGA ACTTACAGAT GGAACAGCCC 840 

ACACTGGCCT TCTATGTGGG TTATTACCTC TCCATCTGTC TCAGCTATGC CAGCAGCAGC 900 

ATTAACCCTT TTCTCTACAT CCTGCTGAGT GGAAATTTCC AGAAACGTCT GCCTCAAATC 960 

CAAAGAAGAG CGACTGAGAA GGAAATCAAC AATATGGGAA ACACTCTGAA ATCACACTTT 1020 

TAG 1023 
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<210> 3 
<211> 24 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> 

<400> 3 

ATGAATCCAT TTCATGCATC TTGT 
<210> 4 
<211> 25 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> 

<400> 4 

CTAAAAGTGT GATTTCAGAG TGTTT 
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